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K. CONTRACTOR USE OF HUMAN SUBJECTS, | NVESTI GATI ONAL
DRUGS AND | NVESTI GATI ONAL DEVI CES

L. VOLUNTEER DATA BASE

1. PURPCSE. This regulation contains policy guidance for the
protection of human subjects in research conducted or supported by
the U.S. Arny Medical Research and Devel opment Conmmand ( USAMRDC) .
It supports the Food and Drug Adm nistration's (FDA) anendnents to
Title 21 of the Code of Federal Regulations (CFR) and the
Department of Health and Human Services (DHHS) amendments to Title
45 CFR. In addition, the explanation of terms directly reflects
upon those published in Departnent of Defense Directive 3216. 2.
Where possible, this regulation correlates with

AR 40-38, Clinical Investigation Program

2. APPLICABILITY. This regulation is applicable to USAMRDC and
its subordinate units including, but not limted to, contracts and
grants supporting research and related activities in which human
subj ects are involved. Compliance with this regulation will in no
way render inapplicable pertinent federal, state, or local |laws or
regul ati ons.

3. EXPLANATI ON OF TERMS.

a. Approving Oficial - Amlitary commnder or civilian
director of an organizational elenment of a DA conponent who has
been del egated authority to approve the use of human subjects in
research.

b. Associate investigator - A person who nay be involved in
the execution of research, but does not have overall primary
responsi bility.

c. Certificate of Assurance - See Protection of Human
Subj ects Assurance/ Certification/Declaration.

d. Consent - See Informed Consent.

e. Contractor/ G antee Research - DOD research wherein the
principal investigator and all co-investigators of the study are
neither active mlitary nor full-tinme enployees of DOD but the
research does involve DOD funds.

f. Devel opnment - Systematic use of scientific know edge,
directed toward--

(1) Significant inprovenents in or creation of usefu
products to neet specific performance requirenents.

(2) Devel oprment of conponents for incorporation in end
items to neet specific performance requirenents.

(3) Construction of hardware for test purposes to
determ ne feasibility of technical approaches.

(4) Formulation and refinement of techniques and



procedures which inprove Armmy capabilities in nonmateriel areas.

g. Epidem ol ogi c-assessnent interview - For the purpose of
this regulation, this term neans questioning of a serum positive
menber of the Arned Forces for the purposes of medical treatnent
or counseling, or for epidem ologic or statistical purposes. See
AR 600-110.

h. Epi dem ol ogi cal surveys - For the purpose of this
regul ation, the term neans studies of the distribution and
determ nants of disease frequency in humans, involving no nore
than minimal risk in which research data is not |inked to persona
identifiers. Epidenological surveys focus on "ills" of a
popul ati on rat her than on persons.

i. Evaluation - The subjective deternmination of the mlitary
val ue of a hardware itemor system real or conceptual, to the
user. There are three types of evaluation: Devel oper, technical
and operational. See AR 70-10 for nore detail

j. Expedited review procedures - Those procedures used in
research involving no nore than mnimal risk and those used for
m nor changes in approved investigations (see Appendix H). These
procedures mninmze time required for review

k. Experinental subject - See human subject.

. Extranural research - USAMRDC-sponsored research conducted
in universities, nonprofit research institutes, comercial firnms,
other U. S. CGovernnent activities, and foreign governments and
organi zations. Extramural research may be supported by contracts,
grants, and intragovernnental transfer of funds.

m Health care personnel - Mlitary personnel, civilian
enpl oyees, or contract personnel (including mlitary and civilian
staff nenbers, assigned to, enployed by, or appointed to the
Uni formed Services University of the Health Sciences) who provide
patient care or patient care support services in mlitary MIFs and
DTFs.

n. Health and Hunan Services Certificate of Assurance - See
Protection of Human Subjects Assurance/Certification/ Declaration.

0. Human subject -

(1) A living individual about whom an investigator
conducting research obtains data through interaction with the
i ndi vi dual, including both physical procedures and mani pul ati ons
of the subject or the subject's environment.

(2) Mmnor (child). A person who has not attained the
| egal age for consent to treatnments or procedures involved in
research, under the applicable laws and jurisdiction in which the
research will be conduct ed.

(3) Human subjects may be thought of as direct objects
of research when the research is to determne the effects of a



system on humans (for exanple, the effects of a weapon's blast on
hearing) or as indirect objects when a test is conducted to

det erm ne how humans affect the ultimte performance of a system
(doctrine concepts, training prograns).

(4) The term "human subject" does not apply to persons
participating in epidemol ogical studies; to the perfornmance of
normal, accepted nmilitary duties by nmilitary personnel assigned
to provisional or test units executing approved test and
eval uation programs; to military personnel participating in
accepted and approved force, unit, crew, or individual conbat
readi ness, effectiveness, proficiency, or fitness exercises; or
to civilian or mlitary personnel who are trained to test (e.g.
test pilots and test engineers) and are assigned to duty
positions that specifically call for that specialty training.

p. Human Subj ects Research Revi ew Board (HSRRB) - The
princi pal body of the Ofice of The Surgeon General (OTSG for
the assessnent of practices and procedures by which DA enpl oys
human subjects in research and clinical investigation activities.

g. Human Use Committee (HUC) - A body set up to provide
initial and continuing review of research involving the use of
human subjects. A HUC is fundanmentally sinmlar to an
institutional review board (I RB) (45 CFR 46), but has sonmewhat
different authority as conpared to an IRB. Wthin DOD, authority
to approve the use of human subjects in research is vested in
conmanders. Conmanders act on the recomrendations of validly
constituted HUCs. CQutside DOD, IRBs tend to be vested with this
authority. Paragraphs 9 and 10 descri be the nenbership
functions, and operations of a HUC

r. HURRAO - refers to the Human Use Revi ew and Regul atory
Affairs OFfice at HQ USAMRDC.

s. Informed consent - The legally effective agreenent of the
subj ect or the subject's legally authorized representative for
the subject to participate in research covered by this
regul ation. Infornmed consent includes, when appropriate, those
el ements listed in paragraph 7 of this regulation

(1) Permssion. The agreenent of parent(s) or guardian
to the participation of their child or ward in research

(2) Guardian. An individual who is authorized under
applicable state or local law to consent on behalf of a mnor
(child) to general nedical care.

(3) Assent. A mnor's (child s) affirmative agreenent
to participate in research. Mere failure to object should not,
absent affirmative agreenent, be construed as assent.

t. In-house research - Research conducted in USAMRDC
institutes/laboratories, or by mlitary, civilian, or USAMRDC-
supported investigators conducting research and devel opment at a
facility not under the cognizance of USAMRDC



u. Institution - Any public or private entity or agency
(including Federal, State or other agencies).

v. Investigational drug - A drug may be consi dered
i nvestigational when the conposition is such that--

(1) |Its proposed use is not recogni zed for the use under
the conditions prescribed; or its proposed use is not recomended
or suggested in its approved |labeling. Experts qualified by
scientific training and experience evaluate the safety and
ef fectiveness of drugs to make this determ nation

(2) I1ts use has beconme recogni zed as investigational, as
a result of studies to deternmine its safety and effectiveness for
use under such conditions.

w. I nvestigational nedical device -

(1) A device that is not generally used in the
di agnosi s, cure, mtigation, treatnment or prevention of disease
i n humans, and recogni zed as safe and effective.

(2) Research is usually, but not necessarily, initiated
to determne if the device is safe or effective.

X. Legally authorized representative - A person or judicia
or other body authorized under applicable |aw to consent on
behal f of a prospective subject to the subject's taking part in
the procedures involved in the research

y. Medical nonitor - This person is a physician qualified by
the trai ning and/or experience required to provide care to
research subjects for conditions that nay arise during the
conduct of the research, and who nonitors human subjects during
t he conduct of research. For the purpose of this regulation, the
principal investigator may function as the nmedical nonitor only
in situations in which no other physician is available. Such
action will be documented by the recomrendi ng HUC and approved by
t he approving official. 1In contractor perforned research, a
mlitary or DA civilian physician my be the nmedical nonitor;
however, this is usually a contractor provided resource.

z. Mnimal risk - The proposed risks are not consi dered
greater than those encountered in the subject's daily life or
during routine physical or psychol ogi cal exam nations. Appendi x
| contains exanples of miniml risk studies. Research involving
i nvestigational drugs is always considered nore than m ni nal
risk.

aa. Non-U.S. citizens - Foreign nationals, excluding U S.
mlitary personnel on active duty.

bb. Personal identifier - A method or system which
definitively links data to the individual from whom or about whom
it pertains. The two npbst conmon personal identifiers are name
and Social Security nunber.



cc. Principal investigator - A person, regardless of title,
who is primarily responsible for the actual execution of the
research.

dd. Prisoner - Any person (adult or mnor) involuntarily
confined or detained in a penal or correctional institution (for
exanple, jail, workhouse, house of detention, prison, mlitary
st ockade, or brig). The termis intended to enconpass
i ndi vi dual s detai ned pending arrai gnnent, trial, or sentencing;
and prisoners of war (including detained personnel). The term
does not include individuals voluntarily confined nor those
persons subject to civil comm tment procedures that are not
alternatives to crimnal prosecution.

ee. Protection of Human Subjects Assurance/Certification/
Decl aration - A docunent issued by the Ofice for Protection from
Research Ri sks, DHHS, in which that office acknow edges that a
research institution has established policies and procedures
consistent with 45 CFR 46. (See Appendix G .

ff. Protocol - The witten, detailed plan by which research
is to be conducted. (See appendix C for an outline of what
shoul d be included in a research protocol.) The plan contains,
as a mnimm - -

(1) The objectives of the project.
(2) The information to be coll ected.

(3) The neans by which it will be collected and
eval uated; an assessnent of potential risk and benefits to
subj ects; safety neasures, and other neans to be used to reduce
any risk to subjects.

gg. Research - A systenmmtic investigation that is designed
to devel op or contribute to generalizable know edge. The term
does not include individual or group training of mlitary
personnel such as conbat readi ness, effectiveness, proficiency,
or fitness exercise (DODD 3216. 2)

hh. Research, devel opnent, test, and eval uation (RDTE) -
I ncl udes those categories of research and devel opnent included in
Program 6, Research and Devel opnment, and operational systens
devel opnent contained in the Five-Year Defense Program

ii. Serum positive nmenber of the Arned Forces - For the
purposes of this regulation, this term means a nenber of the
Armed Forces who has been identified as having antibodies to a
virus associated with the acquired i mmune deficiency syndrone
(Al DS).

jj. Test - A process by which data are accunul ated to serve
as a basis for assessing the degree to which an item or system
neets, exceeds or fails to nmeet the technical or operationa
properties required. AR 70-10 has a nore detail ed di scussi on of
the RDTE type tests.



kk. Test article - For the purpose of this regulation, this
term means any investigational drug or investigational nedica

devi ce intended for human use. |In addition, food additives,
col or additives and el ectronic products intended for human use
will be considered test articles.

1. Volunteer Data Base - See Appendix L for a discussion of
the conposition of the Vol unteer Data Base.

4. BASI C POLI Cl ES.

a. Safeguarding the rights and wel fare of human subjects
participating in in-house research is primarily the
responsi bility of the approving official who receives, or is
accountable to USAMRDC for, the funds awarded for the support of
the project.

b. Safeguarding the rights and wel fare of human subjects in
research funded or supported by USAMRDC is prinmarily the
responsibility of the contractor/grantee who receives, or is
accountabl e to USAMRDC for, the funds awarded for the support of
the project.

c. |In order to provide for the adequate di scharge of human
subj ect protection responsibility, it is the policy of USAMRDC
that research involving human subjects normally be docunented by
a scientific review process and presented before a Human Use
Conmittee. Docunmentation of both scientific and human use review
nmust be included in the subm ssion of protocols to HURRAO.

d. The HUC shall determ ne and docunent whether the subjects
will be placed at risk. Assessnent of each protocol's risk wll
be docunented in the appropriate HUC s m nutes.

e. The experinment nmust be such as to contribute
significantly to approved research and have reasonabl e prospects
of yielding mlitarily relevant results essential to an Arny
research program whi ch are not obtai nable by other nethods or
means of study.

f. The rights and wel fare of each subject in a study will be
adequately protected (Appendix D - Declaration of Helsinki).

g. The responsibility for ascertaining the quality of the
consent rests upon each principal investigator who initiates,
directs, or conducts the research. It is a persona
responsi bility and nmay not be del egat ed.

h. The progress of the research projects will be reviewed
and docunented at tinely intervals by the HUC. Coments of such
reviews will be incorporated into the conmittee ninutes. Copies

of all USAMRDC HUC nminutes will be forwarded to the Human Use
Revi ew and Regul atory Affairs O fice (SGRD HR).

i. No contract research involving human subjects shall be
awarded to an individual unless he or she is affiliated with or
sponsored by an organi zati on which can and does assune



responsibility for the subjects involved (45 CFR 46).

j - The number of subjects used will be kept at nmininmum
consistent with the criteria for validity and reliability in the
scientific discipline(s) utilized in the research. \Werever
feasi ble, both nmales and femal es should be utilized as subjects.
Exceptions woul d be studi es of di seases which exclusively affect
only one sex or where involvenent of pregnant fenales, or fenales
who nmay becone pregnant, nay expose the fetus to undue risks. |If
either males or females are to be excluded, a clear rationale
shoul d be provided for their exclusion

k. The research will be conducted so as to avoid al
unnecessary physical and nmental suffering and injury.

I. No research will be conducted if there is any reason
i nherent to the nature of the project to believe that death or
disabling injury will occur.

m  Proper precautions will be taken and adequate facilities
provi ded to protect the subjects against all foreseeable
disability, or death that m ght result from study participation
This includes, but is not limted to, adequate on-site energency
apparatus, facilities, hospitalization, and nmedical treatnent as
may be required.

n. The research will be conducted only by scientifically
qual i fied persons. The highest degree of skill and care will be
required during all stages of the research (USAMRDC Reg 40-66).

0. Subjects will have no physical or nmental diseases which
wi |l make the proposed research nmore hazardous for themthan for
normal heal thy persons unl ess such condition is a necessary pre-
requisite for the particular study involved. This determnnation
will be nmade by the principal investigator with, if necessary,
conpet ent nedi cal advice. |In any such case, the use of human
subjects with such pre-existing conditions nust have been
specifically described and justified in the scope of the work to
be perfornmed by the protocol or contract. Large-scale
di stribution studies involving the use of questionnaires and
interviews are exenpt fromthis policy. Appendix | describes
exenpt research categories.

p. The principal investigator will terminate the research at
any stage if he or she has probable cause to believe, in the
exerci se of the good faith, superior skill, and careful judgnent

required of himor her, that continuation is likely to result in
serious injury, disability, or death to the subject. This policy
is not intended to prohibit the evaluation of treatnent
nodalities until efficacy can be appropriately evaluated on a
sound statistical basis.

g. Unless referenced otherwise in the protocol, a nedica
nonitor will be responsible for the nmedical care of the subjects.
The nonitor will have authority to term nate the research at any
time that he or she believes that death, serious injury, or
disability is likely to result. The nonitor is also responsible



for term nating the participation of individual subjects if a
change in the subject's nedical status places the subject at
i ncreased ri sk.

r. Al research termnations and significant adverse
reactions (that are clearly related to the study being perforned)
will be reported by the principal investigator to the approving
of ficial and HUC, and, where applicable, to the Contracting
Oficer's Representative (COR). The approving official, or his
or her designee, will be responsible to report such actions to
the Chief, Human Use Revi ew and Regul atory Affairs O fice,
USAMRDC

s. Prisoners of war or detainees will not be used as
research subjects under any circunstances.

t. A subject's hospitalization costs in a nlitary care
facility will be waived if he or she normally woul d not be
hospitalized for treatnment, but is requested to enter the
hospital for research or followup activities related to the
research.

u. Studies that involve special classes of human subjects--
m nors, pregnant wonen, institutionalized nentally infirm
mental |y di sabled, or prisoners--nust be justified in that the
i nformati on sought is not obtainable fromany other source.

v. It should be recognized that Title 10, Section 980 of the
United States Code directs that funds appropriated to the DOD may
not be used for research involving a human being as an
experinental subject unless:

(1) The informed consent of the subject is obtained in
advance; or

(2) In the case of research intended to be beneficial to
the subject, the infornmed consent of the subject or a | ega
representative of the subject is obtained in advance.

w. Wien reasonabl e, provisions should be made for a post-
partici pation debriefing of subjects.

X. Waiver and advance determinations. Certain exceptiona
circunstances mght make it necessary to request an exception
fromthe Commander, USAMRDC to one or nore of the policies or
procedures contained in this regulation. 1In such cases, ful
justification nust be provided as to why such policies or
procedures should be waived. Advance determ nations may from
time to tinme be nade identifying those projects or classes of
proj ects; bionedical nethods and procedures, and/or other
situations in which human subjects are involved, to which
speci fic portions of this regulation shall not be applicable.
Requests or recommendati ons for advance determ nations should be
forwarded, in witing, with full justification thereof, to
Conmander, U.S. Army Medical Research and Devel opnent Command,
ATTN:  SGRD-HR, Fort Detrick, Frederick, MD 21701-5012.



y. Concerning the study or evaluation of investigationa
drugs, all users of this regulation will conply with the Code of
Federal Regulations, Title 21, Part 312, AR 40-7, and AR 70-25.
See al so Appendi xes E and F for nore information.

z. Concerning the study or evaluation of investigationa
medi cal devices, all users of this regulation will conply with
the Code of Federal Regulations, Title 21, Part 812, AR 40-7, and
AR 70-25. See al so Appendi xes E and F for nore information.

aa. Wthin USAVRDC, minimal risk studies (see definition)
may be inpl enmented based on deci sion of approving official of the
USAMRDC Laboratory after assessment of risk and recommendati on of
approval by the local scientific and human use conmmittees. One
copy of all mnimal risk protocols together with approved HUC
mnutes will be forwarded to HQ USAVMRDC, ATTN. SGRD-HR for
information within fifteen worki ng days of approval by the
approving official. Studies involving nmore than mnimal risk
will be forwarded after local scientific and human use approva
by the approving official to USAMRDC, ATTN. SCRD-HR for
presentation to the Human Subjects Research Review Board (HSRRB).

bb. Wth the exception of radi opharnaceutical dosage forns,
the pharmacy is the appropriate storage area for al
i nvestigational drugs and devices in nedical care facilities.
When appropriate, USAMRDC principal investigators should consult
t he pharmacy of ficer concerning recording, |abeling, storage and
di spensing criteria. |In research facilities (laboratories,
institutes, etc.) which do not have a pharnmacy, the principa
investigator will maintain or designate a specific custodian to
mai ntai n accountability for all investigational drugs and
devices. AR 70-65 prescribes policy and procedures for the
managenment of controlled substances, ethyl alcohol, and hazardous
bi ol ogi cal substances used in executing the Arny's research
devel opnent, test, and eval uation program

cc. For studies involving al cohol and drug abuse, when
protection of the confidentiality of the data is critical, the
principal investigator should, with the concurrence of The
Surgeon Ceneral, obtain a Confidentiality Certificate issued by
the Secretary, Departnment of Health and Human Servi ces (DHHS).
Only the Deputy Chief of Staff for Personnel (DCSPER) has
approval authority for studies involving al cohol and drug abuse
programs. (AR 40-38).

dd. Psychol ogi sts who conduct behavioral research
(psychol ogi cal , physiol ogical, and conparative) shall, in such
research, mamintain respect for the dignity and worth of the
i ndi vidual and strive for the preservation and protection of
fundamental human rights. The principles to be adhered to are
those contained in the American Psychol ogi cal Association's
Et hi cal Principles of Psychol ogists (January 1981), with specia
regard for Principle No. 9.

ee. Organs, tissues or tissue fluids obtained at autopsy
shall not be used for research or investigational purposes
wi t hout the expressed witten consent of the next of kin. It



shoul d be noted that a general autopsy consent is not, in itself,
sufficient. |f autopsy tissue is to be used, the protocol should
i nclude a copy of the consent formused to obtain the tissue.
(DODD 6465. 2) .

ff. Ogans, tissues or tissue fluids obtained froma
surgi cal procedure shall not be used for research or
i nvestigational purposes w thout the expressed witten consent of

the patient or the patient's |legal representative. It should be
noted that a consent to performsurgery is not, in itself,
sufficient. |If excised tissue is to be used, the protocol should

i nclude a copy of the consent formused to obtain the tissue.

gg. |If an advertisenent is to be used to recruit volunteers
for a study, the content of that advertisenent nust be approved
by the HUC to ensure that the information is not m sleading. The
advertisement should be linmted to name and address of the
clinical investigator, purpose of the research and sunmary of
eligibility criteria, straightforward and truthful description of
benefits, and | ocation of research and person to contact for
further information.

5.  CGENERAL REQUI REMENTS FOR | NFORVED CONSENT. No i nvesti gator
may involve a human being as a subject in research covered by
this regulation unless the investigator has obtained the legally
effective informed consent of the subject or the subject's
legally authorized representative. An investigator shall seek
such consent only under circunstances that provide the
prospective subject or the representative sufficient opportunity
to consider whether or not to participate and that mnimze the
possibility of coercion or undue influence. The information that
is given to the subject or the representative shall be in

| anguage understandable to the subject or the representative. No
i nformed consent, whether oral or witten, may include any

excul patory | anguage through which the subject or the
representative is nmade to waive or appear to waive the subject's
I egal rights, or releases or appears to release the investigator
t he sponsor, the institution, or its agents fromliability for
negl i gence.

6. ELEMENTS OF | NFORMED CONSENT.

a. Basic elements of informed consent. In seeking inforned
consent, the followi ng information shall be provided to each
subj ect. Investigators should use DA Form 5303-R (Appendi x B).

(1) Title of the study and | ocation (specify address)
where it is to be conducted.

(2) Nane of principal investigator, and associate(s), if
appl i cabl e, conducting the study.

(3) A statenment that the study involves research and an
expl anati on of the purpose of the research. |In general, the
structure of the inforned consent shoul d:

(a) Be readable (short, clear, sinple, declarative



sent ences).

(b) When feasible, use non-nedical |anguage that is
easily understood by the subject. One nust take into
consi deration the age group, reading | evel and education of
prospective subjects.

(c) Provide a translation of the consent formfor
subj ects enrolled in a study who do not conprehend English.

(d) Speak to the research subject in the first person
singular, "I" and/or "you."

(e) Always be explicit in detailing inclusion/exclusion
criteria.

(f) Provide a copy of the consent docunent to the
subj ect/l egal representative. There should be a statenent in the
docunent to the effect that the subject/legal representative will
be provided a copy.

(4) A statenent indicating the expected duration of the
subject's participation (the nunber of hours, days, etc.).

(5) A description of the procedures to be foll owed and
i dentification of any procedures which are experinmental

(a) Briefly explain the study design relative to what

will be done to the subject (in blind or double-blind studies,
subj ects nust be inforned that they may receive either the
experi mental nodality or a placebo). |If a placebo is used, its

contents should be descri bed.

(b) Specify what is required of the subject (hospita
visits, blood donation, etc.). |If blood is to be drawn, the
anount (s) to be drawn should be expressed in |lay terns.

(c) Describe procedures/pharmaceutical s/ devi ces which
are experinmental. |If an IND or |IDE has been secured fromthe
FDA, the subject should be advised that the IND or IDE is
perm ssion for the study to be undertaken and does not indicate
FDA approval for the routine use of the drug or device in the
met hod proposed in the protocol. |If a drug or device covered
under an IND or IDE is involved, it nust be clearly indicated in
the consent formthat it is investigational for the purposes of
this research.

(d) Although a subject may be familiar with procedures,
never assune that he or she conprehends everything.

(6) A description of any reasonably foreseeable risks or
di sconforts to the subject.

(a) For studies of potential subject benefit, describe
ri sks unique to the study; estimate their severity and
i kelihood; and/or conpare these risks with risks which the
subj ect m ght encounter in the course of his or her daily



activities. |If simlar research has been conducted in the past,
descri be the incidence of adverse effects or injuries occurring
in previous subjects.

(b) For studies of no potential benefit to the subject,
list all risks which are nore than "mnimal" (risks which are
greater, considering probability and magni tude, than those
ordinarily encountered in daily life or during the perfornmance of
routi ne nmedical tests).

(7) A description of any benefits to the subject or to
ot hers which may reasonably be expected fromthe research
(mention remuneration, if any). |If subjects are to be paid for
participation in a research study, those paynents should not be
unduly large. Lunp sum paynments where all or npbst of the paynent
for study participation is withheld until conpletion of the study
shoul d be avoided since this situation nay present questions of
coercion of subjects to volunteer for, or continue with, a
research study.

(8) A disclosure of appropriate alternative procedures
or courses of treatnment, if any, that m ght be advantageous to
the subject (e.g., whether treatnent is avail abl e outside of the
protocol).

(9) A statenent describing the extent, if any, to which
confidentiality of records identifying the subject will be
mai ntai ned. It should be noted that representatives of the
USAMRDC (and, where applicable, the FDA and/or U S. Arnmy Health
Servi ces Command) may inspect the records of the research. For
studies utilizing mlitary personnel as subjects, the foll ow ng
wordi ng may be substituted: All data and nedical information
obt ai ned about you as an individual will be considered privileged
and held in confidence; you will not be identified in any
presentation of the results. Conplete confidentiality cannot be
prom sed, particularly to subjects who are mlitary personnel
because i nformati on bearing on your health may be required to be
reported to appropriate nedical or comand authorities.

(10) For USAMRDC sponsored research, the follow ng
statement nust be incorporated into the consent form You are
authorized all necessary nedical care for injury or illness which
is the proximate result of your participation in this research
NOTE: Where private citizens are to be enrolled, the follow ng
statement should be included: Oher than nmedical care that may
be provided (and any other remuneration specifically stated in
this infornmed consent), there is no other conpensation avail able
for your participation in this research study; however, you
understand this is not a waiver or release of your |egal rights.
Contractors nmust provide such nedical care when conducting
research on civilian subjects.

(11) An explanation of (a) whomto contact for answers
to pertinent questions about the research study and in the event
of a research-related injury to the subject, and (b) whomto
contact for answers to pertinent questions about research
subj ects' rights. The investigator(s) should be contacted for



(a); the HUC/IRB or |legal office |located closest to the research
site for (b). This information should include addresses and
t el ephone nunbers.

(12) A statenment that participation is voluntary, that
refusal to participate will involve no penalty or |oss of
benefits to which the subject is otherwise entitled, and that the
subj ect may di scontinue participation at any tinme without penalty
or loss of benefits to which the subject is otherwi se entitled.



(13) Provide space for date, signature, typed/printed
nanme and permanent address of subject/l|egal representative and
signature and typed/printed name of w tness.

b. Additional elenents of informed consent. When
appropriate, one or nore of the follow ng el enents of information
shall al so be provided to each subject:

(1) A statenment that the particular treatnment or
procedure may involve risks to the subject (or to the enbryo or
fetus, if the subject is, or may becone, pregnant) which are
currently unforeseeabl e.

(2) Anticipated circunstances under which the subject's
participation may be term nated by the investigator w thout
regard to the subject's consent.

(3) Any additional costs to the subject that may result
fromparticipation in the research.

(4) The consequences of a subject's decision to wthdraw
fromthe research and procedures for orderly term nation of
participation by the subject.

(5) A statenment that significant new findings devel oped
during the course of the research which may relate to the
subject's willingness to continue to participate will be provided
to the subject.

(6) The approxi mate nunmber of subjects involved in the
st udy.

(7) Precautions to be observed by the subject before and
foll owi ng the study.

c. The infornmed consent requirenents in this regulation are
not intended to preenpt any applicable federal, state, or |oca
| aws which require additional information to be disclosed for
i nfornmed consent to be legally effective.

d. Nothing in this regulation is intended to limt the
authority of a physician to provide emergency nedical care to the
extent the physician is permtted to do so under applicable
federal, state or |ocal |aws.

7. DOCUMENTATI ON OF | NFORMED CONSENT. I nfornmed consent shall be
docunented by the use of a witten consent form preferably DA
Form 5303- R, approved by the HUC and signed by the subject or the
subject's legally authorized representative and a witness. A
copy shall be given to the subject/representative signing the
form |If a consent form other than DA Form 5303-R is used, it
shall contain the appropriate data required by the Privacy Act of
1974 (5 U.S.C. 522a; AR 340-21). This Privacy Act Statenent
(Appendi x A) shall be signed by the volunteer/legally authorized
representative and attached to the consent form

8. HUC MEMBERSHI P.



a. [Each HUC shall have at |east five nenbers, with varying
backgrounds to pronote conpl ete and adequate revi ew of research
activities commonly conducted by the institution. The HUC shal
be sufficiently qualified through the experience and expertise of
its menbers, and the diversity of the nenbers' backgrounds,

i ncl udi ng consideration of the racial and cultural backgrounds of
menbers and sensitivity to such issues as comunity attitudes, to
promote respect for its advice and counsel in safeguarding the
rights and wel fare of human subjects. |In addition to possessing
t he professional conpetence necessary to review specific research
activities, the HUC shall be able to ascertain the acceptability
of proposed research in terns of institutional conmtnents and
regul ati ons, applicable | aw, and standards of professiona

conduct and practice. The HUC shall therefore include persons
know edgeable in these areas. |If a HUC regularly reviews
research that involves a vul nerable category of subjects,

i ncluding but not limted to subjects covered by other parts of
thi s paragraph, the HUC shoul d i nclude one or nore individuals
who are primarily concerned with the welfare of these subjects.

b. No HUC may consist entirely of nenbers of one profession
All HUC s within USAMRDC shall be conposed entirely of enpl oyees
of the Federal Government.

c. Each HUC shall include at |east one nenber whose primary
concerns are in nonscientific areas; for exanple: |awers,
ethicists, nmenmbers of the clergy.

d. Each HUC shall include at |east one member who is not
otherwise affiliated with the institution and who is not part of
the immediate fanmily of a person who is affiliated with the
i nstitution.

e. No HUC may have a nenber participate in the HUC s initia
or continuing review of any project in which the nenber has a
conflicting interest, except to provide information required by
t he HUC.

f. A HUC may, at its discretion, invite individuals with
conpetence in special areas to assist in the review of conpl ex
i ssues which require expertise beyond or in addition to that
avai l able on the HUC. These individuals may not vote with the
HUC.

9. HUC FUNCTI ONS AND OPERATIONS. W th the exception of
contractor research, it is the approving official's responsi-
bility to assure that all research protocols are being conducted
in an approved manner and to have a functional HUC. In order to
fulfill the requirements of these regulations, each HUC--

a. WII observe witten procedures for the follow ng:
(1) Conducting the initial and continuing review of the

research. Included would be reporting findings and actions to
the investigator and the approving official



(2) Determning those projects that nust be
(a) Reviewed nore often than yearly.

(b) Verified fromsources other than the investigators
that no material changes have occurred since the previ ous HUC
revi ew

(3) Requiring pronpt reporting to the HUC of proposed
changes in the research. Each HUC will ensure that changes in
approved projects (during the period for which approval has
al ready been given) are not initiated w thout HUC revi ew except
to elimnate i medi ate hazards to the subject.

(4) Requiring pronpt reporting to the HUC and approving
of ficial of unexpected problens involving risks to the subjects
or others.

b. WII review proposed protocols at neetings attended by a
majority of menmbers except when an expedited review is used (see
Appendi x H). For the protocol to be approved, it will receive
the approval of a mpjority of those nenbers present.

c. WII report to the approving official any serious or
conti nui ng nonconpliance by investigators with HUC requirenents
and determ nations.

d. WII conduct continuing review of research studies at
intervals proper to the degree of risk, but not |ess than once
per year.

e. WII have the authority to observe or have a third party
observe the consent process and the investigation.

f. WII mintain a current |ist of HUC nenbers. Menbers
will be identified by nanme, earned degrees, representative
capacity and experience, such as board certifications and
licenses. The information will be conplete enough to describe
each menber's chief expected contributions to HUC reviews. Any
enpl oynent or other relationship between nenbers and the
institution will be noted. A copy of that list will be provided
to the Human Use Revi ew and Regul atory Affairs O fice, HQ
USAMRDC

g. My recomend saf eguards or special conditions to a
protocol. |If the HUC does so, the approving official may:

(1) Not reduce the safeguards or conditions if he or she
approves the protocol

(2) Require additional safeguards.
(3) Disapprove the protocol

(4) Refer the protocol to a higher echel on approving
authority and review comittee.



10. CRITERI A FOR HUC APPROVAL OF RESEARCH | NVESTI GATI ONS.

a. In evaluating risks and benefits for research
i nvestigations, the HUC should consider only those that may
result fromthe investigation.

b. To approve investigations covered by this regulation, the
HUC wi Il determine that all of the requirenents bel ow are net.

(1) Risks to subjects are mnimzed by using procedures
that are--

(a) Consistent with sound investigation design and do
not unnecessarily expose subjects to risk.

(b) Already being used on the subjects for diagnosis or
treatment, when appropriate.

(2) Risks to subjects are reasonable in relation to
antici pated benefits to subjects.

(3) In making an assessnent for the selection of
subj ects, the HUC should take into account--

(a) The purpose of the investigation.

(b) The setting in which the research investigation will
be conduct ed.

(4) Informed consent will be sought from each
prospective subject or the subject's legally authorized
representative.

(5) Informed consent will be properly docunented.

(6) The plan makes adequate provision for nonitoring the
data collected to ensure the safety of subjects when appropriate.

(7) Adequate provisions exist to protect the privacy of
subjects and to naintain the confidentiality of data when
appropri ate.

c. Sonme or all of the subjects nay be vulnerable to coercion
or undue influence, such as persons with acute or severe physica
or mental illness, or those who are econonmically or educationally
di sadvantaged. If so, proper additional safeguards will be
included in the study to protect the rights and wel fare of these
subj ect s.

11. SUSPENSI ON OR TERM NATI ON OF APPROVED RESEARCH
I NVESTI GATI ONS.

a. A HUC will have the authority to suspend or end an
approved investigation that--

(1) 1Is not being conducted according to the HUC s
requi rements. This is acconplished by continuing review of



protocol s and reports by investigators.

(2) Has been associated with unexpected serious harmto
subjects. This is acconplished by continuing review of protocols
and reports by investigators.

b. Suspensions or term nations of research will include a
statement of the reasons for the HUC s action. They will be
reported pronptly to the principal investigator and approving
of ficial.

12. HUC RECORDS.

a. A HUC will prepare and nmi ntain adequate docunents on HUC
activities, including--

(1) Copies of all protocols reviewed, scientific
eval uations that accompany the proposals, approved sanple consent
docunents, progress reports submitted by investigators and
reports of injuries and adverse reactions.

(2) Mnutes of HUC neetings show ng attendance; actions
taken by the HUC, the vote on these actions, including the nunber
of menbers voting for, against, and abstaining a decision; the
basis for requiring changes or di sapproving the investigation
and a witten summary of the discussion of controverted issues
and their resol ution.

(3) Records of continuing review activities.

(4) Copies of all correspondence between the HUC and the
i nvestigators.

(5 A current list of HUC nenbers.
(6) Witten procedures for the HUC.
(7) Statenments of significant new findings.

b. The records required by this regulation will be retained
permanently (see AR 25-400-2). Such records will be reasonably
accessi ble for inspection and copying by authorized DA personne
and, if applicable, representatives of the FDA

13. CONFLI CT OF | NTEREST.

a. It is essential that the nmenbers of the HUC continue to
be perceived and, in fact, are free fromconflict of interest in
their daily duties, especially in regards to the protocols they
revi ew

b. The issue of conflict of interest has been addressed by
public law, DOD directive and Arny regulation. The situations
di scussed bel ow are nerely exanples of the types of activities
and rel ationshi ps which may result in conflict or the appearance
of conflict of interest. These are by no neans the only ways
that conflicts arise.



(1) The potential for personal or financial gain. A
commttee nmenber who is deliberating a protocol which is to be
performed by a contractor, in which the nenber or a menber of his
or her imediate famly is a corporate officer, stockhol der
consul tant or enpl oyee, could be accused of conflict of interest
if he or she voted on the protocol, regardl ess of his or her
vot e.

(2) The potential for personal reward. A committee
menber who is affiliated with a protocol in the capacity of
principal, associate or co-investigator, could be accused of
conflict of interest if he or she voted on the protocol
regardl ess of his or her vote.

(3) Conmand influence. The mission (for exanple, the
purpose of the research) should not override or obscure its
methods. It is inperative that the conmittee, through its
menbers, continue to be recogni zed as a reasonabl e, deliberative
body, whose bias is the safety and welfare of the research
subject. It is incunbent upon each commttee nmenber to assure
that his or her concerns regarding the noral, ethical and | ega
i ssues of each protocol are answered to his or her satisfaction
before voting according to his or her conscience.

c. Commanders and organi zational heads will establish a
nmet hod to ensure that each commttee nmenber is famliar with the
pertinent |aws and regul atory gui dance regarding conflict of
i nterest.

14. CONTRACTOR/ GRANTEE RESEARCH. Any institution applying for a
contract involving human subjects nust provide a witten

assurance that it will abide by the policy for the protection of
human subj ects as contained in Title 45, Part 46 of the Code of
Federal Regul ations, as anmended. |If the institution currently

has on file with the Departnment of Health and Human Servi ces
(DHHS) an approved assurance, as provided for in 45 CFR 46, a
copy of this assurance (HHS Form 596, Appendix G mmy be
submitted and shall apply equally to the study to be perforned
under contract with USAVMRDC. |f the organization does not
currently have an approved DHHS assurance, then an assurance
concerning the protection of human subjects nust be negotiated by
t he USAMRDC Contracting O ficer in conjunction with the Human Use
Revi ew and Regul atory Affairs O fice. The follow ng appendi xes
are al so incl uded:



a. Appendix F - Cuideline for Review and Approval of
Contract/ Grant Proposal s |Invol ving Human Subj ects.

b. Appendix G- HHS Form 596 - Protection of Human Subjects
Assurance/ Certification/Declaration

c. Appendix K - Contractor Use of Human Subj ects,
I nvestigational Drugs and | nvestigational Devices.

15. USE OF M NORS AS HUMAN SUBJECTS. An individual shall be
considered to be a minor if he or she has not yet attained the
age of mpjority specified by the laws of the state or country in
which the research is being conducted. Children nmay be used as
human subj ects of research only under the conditions explai ned
bel ow.

a. It is not appropriate to pernit a nmnor to participate as
a human subject unless the research is concerned with:

(1) The diagnosis, treatnent, prevention, or etiology of
conditions not usually encountered in adults, or

(2) Any other condition fromwhich the mnor is
suffering, provided there is a direct potential benefit to the
child and adequate prior testing has been acconplished, or

(3) Information which cannot be obtained from any other
cl ass of subject.

b. A minor may not participate as a human subject unless the
m nor's parent, guardian, or other legally authorized
representative has given effective third party consent.

c. In addition to securing the required third party consent,
the m nor, depending upon maturity, should also be consulted.
Clearly, young children have neither the conprehension nor
judgment to enable themto make a neani ngful determ nation
O der children m ght well be able to conprehend sufficiently to
understand what it is that they will be subjected to and,
dependi ng upon the circunstances, should in many cases be given
the right to refuse to participate. As a child approaches the
age of mpjority, ability to conprehend will |ikely becone cl oser
and closer to that of an adult and it would be inproper to permt
the child to participate unless he or she had al so given subject
assent. All of the above considerations apply to maturity of
judgment and conprehension, and not solely to chronol ogi cal age.
Therefore, no hard and fast rules can be |aid down, and carefu
consi deration nmust be given to provisions which will ensure
conpliance with these principles. Wienever the mnor's assent is
obtained, it should be docunented. Appendix B contains an assent
form

16. USE OF MENTALLY DI SABLED OR | NSTI TUTI ONALI ZED MENTALLY
I NFI RM PERSONS AS HUMAN SUBJECTS.

a. It is not appropriate to pernmt a nentally disabled or
institutionalized nmentally infirmperson to participate as a



human subj ect unless the nature of the research involved is such
that it would be inpossible or nmeaningless if mentally infirm
persons were restricted from participation, or other

consi derations are involved. Mere convenience will never suffice
as justification for the use of any such person as a human

subj ect.

b. A nmentally disabled or institutionalized nentally infirm
person may not participate as a human subject unless:

(1) Legally effective subject consent has been obtained,
or where the subject is legally inconmpetent, the subject's
l egally authorized representative has given effective third party
consent and the subject's participation is intended to benefit
t he subj ect.

(2) The proposed research is concerned with:

(a) The diagnosis, treatnent, prevention, or etiology of
the particular inmpairment with which the subject is afflicted, or

(b) Any other condition fromwhich the subject is
suffering, providing there is a direct potential benefit to the
subj ect and adequate prior testing has been acconplished to give
assurance of acceptable risk, or

(c) The effect of institutional |ife upon the
institutionalized nentally infirmsubject, and involves no
appreciable risk to the subject, or

(d) Information which cannot be obtained from any other
cl ass of subject.

c. \Wienever the nmentally disabled or institutionalized
mentally infirm person appears to have sufficient nmental capacity
to conmprehend what is proposed and to express an opinion as to

his or her willingness to participate, his or her subject assent,
even though not legally effective, nmust be obtained. The
Conmander, USAMRDC, will assure that all ethical, social, |egal

and technical requirenments of this regulation are net and
docunented prior to the approval of any protocol involving the
use of an institutionalized nmentally infirmperson as a human
subj ect .

17. STUDI ES TO BE CONDUCTED OQUTSI DE THE UNI TED STATES. |If a
study is to be conducted outside the United States, its
territories or possessions, and involves the use of other than
U S mlitary personnel as subjects, in addition to conpliance
with the provisions of this regulation, all |aws, custonms and
practices of the country in which the study is to be conducted
shall be conplied with. The m ninum standards to be adhered to
are contained in Appendi x D (The Declaration of Helsinki). The
research proposal subnmitted for approval will docunment this
action. In exceptional circunstances where | aws, custons or
practices of the country involved take exception to particul ar
procedural provisions of this regulation (as, for exanple, the
docunent ati on of infornmed consent or the procedures by which it



is obtained), the HUC will pay special attention to these
circumstances as an integral part of the proposal review and
approval process. Appendix F contains guidelines for the review
and approval of grant proposals involving human subjects.

18. TYPE PROTOCOLS. A "type protocol" is an in-house study plan
i nvol ving the use of human subjects in a group of closely related
and simlar studies which differ fromeach other in ways which
are unlikely to change the degree of risk involved. A "type
protocol " does not contain a detailed plan of every possible
study which mi ght be undertaken, but includes a description of

condi tions under which the studies will be conducted, and the
standards which will be followed to safeguard the subject. The
equi pnent to be used, including safety equi pnent, nust be

di scussed in detail, along with all conditions to which the
subject will be exposed, and the deviations fromnormal vita
signs that will be allowed prior to suspension of the subject's
participation. The use of a "type protocol" is acceptable only

if the conditions under which the study is being conducted are so
wel | understood that the described safety limts are clearly
acceptable for the subjects proposed to be included. All "type
protocol s" nust be approved by The Surgeon General, through the
Human Subj ects Research Revi ew Board. Approval of a "type
protocol " shall be for a stated tine period (generally one year),
subject to renewal. "Type protocols" involving investigationa
drugs or devices will not be approved. Since a "type protocol”
does not permt evaluation of all of the factors required prior
to approval of a particular study, each individual study to be
conduct ed under an approved "type protocol"™ must be eval uated

i ndi vidual ly by a docunented scientific review process and
supported by a HUC. A copy of the approved protocol together
with a copy of docunented scientific review and HUC m nutes for
the proposed study shall be forwarded to HQ USAMRDC, ATTN

SGRD- HR, Fort Detrick, Frederick, MD 21701-5012. Para 4aa of
this regul ation describes the procedures to follow for subm ssion
of minimal and greater than mininmal risk protocols.

19. CIVILI AN EMPLOYEES. VWhen civilian enpl oyees of the
Department of the Arny volunteer to participate in in-house
studi es as hunman subjects, the follow ng provisions will apply:

a. Any duty as a volunteer human subject perfornmed during
the enpl oyee's regul ar schedul ed tour of duty will be considered
as constructive duty for which straight time rates are payable.
Time spent in participation outside the enployee's regularly
schedul ed tour, or while in a | eave status, will be considered as
voluntary overtime for which no paynment may be made nor
conpensatory time granted. The enpl oyee shall be so infornmed
prior to acceptance of his or her service as a volunteer human
subj ect, and the foregoi ng understandi ng shall be incorporated
into the consent form

b. Cdainms submitted to the Ofice of Wirkers' Conpensati on
Programs, Enploynment Standards Administration, U S. Departnment of
Labor, because of disability or death resulting from an
enpl oyee's voluntary participation in any study will include a
citation to Title 10, United States Code, Section 4503, as the



Department of the Army authorization for use of such voluntary
servi ces.

c. All questions concerning hours of duty, pay, |eave,
conpensation, clains, or application of other civilian personne
regul ations to an enployee's voluntary services, will be
forwarded through appropriate channels to the Deputy Chief of
Staff for Personnel, ATTN. Director of Civilian Personnel

d. Such enployees are entitled to nmedical care in Arny
nmedi cal treatnent facilities in accordance with the provisions of
AR 40-3, para 4-31 or 4-62.

20. | RREGULAR OR FEE-BASI S EMPLOYEES. Intermittent services of
such enpl oyees are authorized. Whether such enpl oyees can be
used as human subjects in any study will depend upon the
statutory authority of their enploynent and the provisions of
their enpl oynent agreenent in each case. The Federal Enpl oyees
Conpensation Act (5 U S.C. 751 et seq.) may well apply with
respect to any injury or disease resulting fromthe enpl oyment,
al though a final determi nation in each case will have to be made
by the O fice of Wirkers' Conpensation Prograns, Enpl oynent

St andards Administration, U S. Departnment of Labor. Subject to
such restrictions and limtations as nay appear in the statutory
authority under which enployed, the Government may |egally bear
t he expense of insurance prem uns on the health or life of such
enpl oyee whose rate of conpensation is not fixed by |law or

regul ations. |In such cases, it is preferable that the Governnent
provi de an additional allowance to the enployee so that the

enpl oyee may purchase his or her own coverage rather than to
undertake direct negotiations with insurance carriers. Such
enpl oyees are entitled to nedical care in Arny treatnent
facilities in accordance with the provisions of AR 40-3, para
4-62.

21. MLITARY PERSONNEL. M litary personnel nay participate as
human subj ects. Additional conpensation for such services is
prohi bi ted, except as specifically authorized by law (e.qg.
furnishing blood (24 U.S.C. 30), duty inside a high- or |ow
pressure chanber (37 U.S.C. 301a(9)), duty as a human test
subject in thermal stress studies (37 U . S.C. 30la(1l)).

22. OTHER PERSONS ENTI TLED TO MEDI CAL CARE. Retired mlitary
personnel, dependents, and others routinely entitled to nmedica
care in mlitary nmedical facilities, may participate as human
subj ects. Such persons may be conpensated for these services as
aut horized by applicable directives (see 45 Comp. Gen. 649),
except that retired officers of a regular component are subject
to the 30-day |limtation of 5 U.S.C. 5532(c)(2).

23. PRIVATE CITIZENS. It is the policy of the United States
Government not to accept voluntary services, ostensibly without
conpensati on, when such services may provide a basis for a future
cl ai m agai nst the Governnent for the value of the services

provi ded. Accordingly, any such services should be acconpani ed
by a statement to the effect that the individual will not receive
or becone entitled to any conpensation for these services. Such



i ndi vi dual s may, however, enter into an independent contractor
rel ati onship and participate for conpensation as authorized by
applicable directives (see 45 Conp. Gen. 649). Such individuals
are entitled to nedical care in Arny nedical treatnent facilities
in accordance with the provisions of AR 40-3, para 4-62. This
par agr aph excl udes private citizens who are burn patients at the
U.S. Arny Institute of Surgical Research.

24. REFERENCES.
a. AR 25-400-2, The Modern Arny Recordkeepi ng System
b. AR 40-3, Medical, Dental and Veterinary Care.

c. AR 40-7, Use of Investigational Drugs in Humans and the
Use of Schedule | Controlled Drug Substances.

d. AR 40-37, Licensing and Control of Radioactive Materials
for Medical Purposes.

e. AR 40-38, Cinical Investigation Program

f. AR 70-10, Test and Eval uation During Devel opment and
Acqui sition of Mteriel.

g. AR 70-25, Use of Volunteers as Subjects of Research.

h. AR 70-65, Managenent of Controlled Substances, Ethyl
Al cohol, and Hazardous Bi ol ogi cal Substances in Arny Research,
Devel opnent, Test, and Evaluation Facilities.

i. AR 340-21, The Arny Privacy Program

j. AR 600-110, ldentification, Surveillance, and
Admi ni stration of Personnel Infected with Human | munodefi ci ency
Virus (H V).

k. Title 21, Code of Federal Regul ations (Food and Drug
Admi ni stration).

I. Title 45, Code of Federal Regul ations (Departnent of
Heal th and Human Servi ces).

m  Menorandum of Understandi ng Bet ween the Food and Drug
Admi nistration and the Departnent of Defense, Investigational Use
of Drugs by Departnent of Defense, My 21, 1987.

n. Departnent of Defense Directive 3216.2, Protection of
Human Subj ects i n DOD- Supported Research.

0. Departnment of Defense Directive 6465.2, O gan Di sposal
After Autopsy.

p. Title 10, United States Code, Section 980, Limtation on
the Use of Humans as Experinmental Subjects.

g. OISG Reg 15-2, Human Subj ects Research Revi ew Board.



r. USAMRDC Reg 40-66, Quality Assurance.
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APPENDI X A

PRI VACY ACT STATEMENT
TO ACCOMPANY VOLUNTEER CONSENT FORM FOR GOVERNMENT PERSONNEL

1. AUTHORITY.
a. Title 10, United States Code, Section 3012.
b. Title 44, United States Code, Section 3101
c. Title 10, United States Code, Section 1071-1087.
d. Executive Order 9397.

2. PRINCI PAL PURPOSE. The purpose for requesting persona
information is to provide--

a. Various types of data needed to satisfy the scientific
obj ectives of the study.

b. Mnimminformation necessary should you require nedica
treatment at any future tinme for a condition proximtely
resulting fromyour part in this research study.

c. Mnimminformation so that steps can be taken to contact
you |l ater should it be in your best interests.

3. ROUTI NE USES.
a. This information may be used to--

(1) Inplement health and conmuni cabl e di sease contro
prograns.

(2) Provide full docunentation of research studies.

(3) Conduct further research.

(4) Teach.

(5) Conpile statistical data.

(6) Adjudicate clains and deternine benefits.
NOTE: USE OF THI S STATEMENT | S NOT NECESSARY WHEN THE CONSENT

| S DOCUMENTED ON DA FORM 5303-R
A1

(7) Report nedical conditions required by |aw to other
Federal, state and | ocal agencies. There is a possibility that
an aut horized representative fromthe Food and Drug Adm nistra-
tion and the U. S. Arny Medical Research and Devel opment Comrand

may periodically inspect these records.

b. This informati on may be used for other |awful purposes,



i ncluding | aw enforcenent and litigation

c. Even though permitted by |aw, when possible, this
personal data will not be rel eased w thout your consent.

4. NMANDATORY OR VOLUNTARY DI SCLOSURE AND EFFECT ON PERSON NOT
PROVI DI NG | NFORMATI ON.

a. Disclosure of requested information is voluntary. |If the
information is not furnished, or is not available from other
sources, voluntary participation in this study nmay be prevented.

b. | understand that--

(1) A copy of the Volunteer Consent Docunent, together
with a copy of this form nmmy be placed in my health records as
evi dence of this notice.

(2) Additional copies nmay be retained permanently by the
i nvestigator and by the U S. Government.

c. | have received, or have declined to accept, a copy of
t he Vol unteer Consent Docunment and a copy of this form which
may keep.

Si ghat ure
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APPENDI X C
GUI DELI NE FOR AN APPLI CATI ON FOR AN | N- HOUSE RESEARCH PRQJECT

1. PRQIECT TITLE. Enter conplete project title. |[If anendnent,
the words "Anendnent to . " nmust precede project title.

2. PHASE I, II, Il or |1V DESIGNATED PROTOCCOL. |f applicable
i ndi cate specific phase.

3. PRI NCI PAL | NVESTI GATOR

4., LOCATION OF STUDY. |If USAMRDC study, list all centers,
clinics or |aboratories where study is to be conduct ed.

5. TIME REQUI RED TO COWLETE. G ve nmonth and year of expected
start and anticipated conpl etion date.

6. | NTRODUCTI ON

a. Medical application. Explain briefly the nedica
i mportance and possi bl e useful ness of the project.

b. Objective(s). Brief but specific statement of project
obj ective(s) to include, where applicable, type of study (double-
blind, crossover, etc.), nedications or devices to be used and
type of subject population to be observed.

c. Status. What has been acconplished or published in the
proposed area of study? In what way will the project relate to
or differ fromthat which has been acconpli shed?

d. Study design. Milticenter, nulticlinic, etc.; double-
blind, cross-over, etc.

e. Bibliography. All references nentioned in the
preparation of the protocol should be |listed and referred to.

7. PLAN. CQutline exactly what is proposed to be acconplished in
enough detail to show a clear course of action. Technol ogica
validity of procedures and chronol ogi cal steps should be taken.
M ni mum gui dance for the plan includes--

a. Selection of subjects.

(1) Nunber of subjects. The total number of subjects
expected to conpl ete the study.

(2) Age range.



(3) Sex.

(4) Inclusion criteria. Specific and detailed guides
shoul d be presented.

(5) Diagnostic criteria for entry.

(6) Evaluations prior to entry. X-ray, physica
exam nation, nmedical history, hematol ogy, chenistry, urinalysis.

(7) Exclusion criteria. A conplete list detailing which
subjects are ineligible for adm ssion into the study.

(8) Source of subjects.

(9) Subject identification. Describe code systemto be

used.

(10) Subject assignnent. Describe by what nethod
subjects will be assigned study medications or devices.

(11) Risks to the subject.

(12) Precautions to be taken to minimze or elimnate
risks.

(13) WII any specific nedical or nursing care be needed
for subjects admitted to the project?

8. PRQIECT MEDI CATION(S) OR DEVICE(S). Describe, where
appl i cabl e.

a. Conplete name of all nedication(s) or devices to be used,
to include placebo. |f nmedication is fornulated w thin USAMRDC
list all conponents. Conposition of placebo, if any.

b. Source of all nedications or devices, to include placebo.

c. Place where study nedications or devices are to be stored
during study.

d. Dose range.

e. Dose schedul e.

f. Adm nistration.

g. Washout period. The washout or pre-drug period nust be

careful |y noted.
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h. Duration of drug or device treatnent.
i . Acconpanying nedications. Those allowed or disqualified.
j. |If needed, what antidotes nust be avail able.

k. Labeling of study nedications or devices. |nclude copy
abel format.

of

9. EVALUATI ONS MADE DURI NG AND FOLLOW NG PRQIECT. Eval uation
may al so be represented by utilizing a project schematic.

NOTE: It is very inportant to state in the protocol who is
actually going to performthe follow ng eval uati ons- -

a. Specinens to be coll ected.
(1) Schedul e and ampunts.
(2) Evaluations to be made on speci nens.

(3) Storage. \Where, and whether special conditions are
required.

(4) Labeling and disposition.

b. dinical assessments. To include also how adverse
effects are to be recorded.

c. Vital signs. \Wen desired, and frequency.
d. Follow up procedures.
e. Disposition of data. Were stored and for how | ong.
f. Wio will performthe biostatistical reviews.
10. DEPARTURE FROM PROTOCOL FOR | NDI VI DUAL PATI ENTS
a. \hen all owed.
b. W will be notified.

11. MODI FI CATI ON OF PROTOCOL. Describe the procedure to be
followed if the protocol is to be nodified.

12. EXAMPLE OF ALL REPORT FORMS FOR DATA GENERATED

C3



13. STATEMENT PERTAI NI NG TO THE DI SPCSI TI ON OF UNUSED PROJECT
MEDI CATI ONS OR DEVI CES.

14. USE OF | NFORMATI ON AND PUBLI CATI ONS ARl SI NG FROM THE STUDY

15. PERSONNEL TO CONDUCT PROJECT. List nanes, positions and

t el ephone nunbers of persons to be directly involved in project
work. Attach a short biographical sketch. Include a resunme of
education, research training, and a list of publications for each
per son naned.

16. SPECI AL OR UNUSUAL FUNDI NG | MPLI CATI ONS.

17. SI GNATURE OF PRI NCI PAL | NVESTI GATOR, DATE, W TH THE
ACCOMPANY! NG STATEMENT- -

"I have read the foregoing protocol and agree to conduct the
study as outlined herein."

18. SI GNATURE OF APPROPRI ATE APPROVI NG OFFI Cl AL AND DATE.



APPENDI X D
THE DECLARATI ON OF HELSI NK
1. BASIC PRI NCI PLES.

a. Bionedical research involving human subjects nust conform
to generally accepted scientific principles and should be based
on adequately perforned | aboratory and ani nal experinmentation and
on a thorough know edge of the scientific literature.

b. The design and performance of each experinmental procedure
i nvol vi ng human subj ects should be clearly fornulated in an
experinmental protocol which should be transmtted to a specially
appoi nted i ndependent conmittee for consideration, conment and
gui dance.

c. Bionedical research involving human subjects shoul d be
conducted only by scientifically qualified persons and under the
supervision of a clinically competent nedical person. The
responsibility for the human subject must always rest with a
medi cally qualified person and never rest on the subject of the
research, even though the subject has given his or her consent.

d. Bionedical research involving human subjects cannot
legitimately be carried out unless the inportance of the
objective is in proportion to the inherent risk to the subject.

e. Every bionmedical research project involving human
subj ects should be preceded by careful assessment of predictable
risks in conparison with foreseeable benefits to the subject or
to others. Concern for the interests of the subject nust always
prevail over the interests of science and society.

f. The right of the research subject to safeguard his or her
integrity must always be respected. Every precaution should be
taken to respect the privacy of the subject and to mininmnize the
i npact of the study on the subject's physical and nenta
integrity and on the personality of the subject.

g. Physicians should abstain from engaging in research
proj ects invol ving human subjects unless they are satisfied that
the hazards involved are believed to be predictable. Physicians
shoul d cease any investigation if the hazards are found to
out wei gh the potential benefits.

h. In publication of the results of his or her research, the
physician is obliged to preserve the accuracy of the results.
Reports of experinmentation not in accordance with the principles
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laid down in this Declaration should not be accepted for
publi cati on.

i. In any research on human bei ngs, each potential subject
nust be adequately informed of the ains, nethods, anticipated
benefits and potential hazards of the study and the disconfort it
may entail. He or she should be inforned that he or she is at
liberty to abstain fromparticipation in the study and that he or
she is free to withdraw his or her consent to participation at
any time. The physician should then obtain the subject's freely
gi ven infornmed consent, preferably in witing.

j . When obtaining informed consent for the research project
t he physician should be particularly cautious if the subject is
in a dependent relationship to himor her or may consent under
duress. In that case the informed consent should be obtained by
a physician who is not engaged in the investigation and who is
conpl etely independent of this official relationship

k. In case of |egal inconpetence, informed consent should be
obtained fromthe | egal guardian in accordance with nationa
| egi slation. \Where physical or nental incapacity makes it
i mpossible to obtain informed consent, or when the subject is a
m nor, permission fromthe responsible relative replaces that of
the subject in accordance with national |egislation. Wenever
the mnor child is in fact able to give a consent, the minor's
consent mnust be obtained in addition to the consent of the
m nor's | egal guardian

. The research protocol should always contain a statenent
of the ethical considerations involved and should indicate that
the principles enunciated in the present Declaration are conplied
wi t h.

2. MEDI CAL RESEARCH COMBI NED W TH PROFESSI ONAL CARE (CLI NI CAL
RESEARCH) .

a. In the treatnent of the sick person, the doctor nust be
free to use a new diagnostic and therapeutic neasure, if in his
or her judgnent it offers hope of saving life, reestablishing
health or alleviating suffering.

b. The potential benefits, hazards and di sconforts of a new
met hod shoul d be wei ghed agai nst the advantages of the best
current diagnostic and therapeutic nethods.

c. In any nedical study, every patient -- including those of
a control group, if any -- should be assured of the best proven
di agnostic and therapeutic methods.
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d. The refusal of the patient to participate in a study nust
never interfere with the physician-patient relationship

e. |If the physician considers it essential not to obtain
i nfornmed consent, the specific reasons for this proposal should
be stated in the experinental protocol for transm ssion to the
i ndependent committee.

f. The physician can conbi ne nmedical research with
prof essi onal care, the objective being the acquisition of new
medi cal knowl edge, only to the extent that medical research is
justified by its potential diagnostic or therapeutic value for
the patient.

3. NON- THERAPEUTI C BI OVEDI CAL RESEARCH | NVOLVI NG HUMAN SUBJECTS
(NON- CLI NI CAL BI OVEDI CAL RESEARCH) .

a. In the purely scientific application of nedical research
carried out on a human being, it is the duty of the physician to
remain the protector of the life and health of that person on
whom bi onedi cal research is being carried out.

b. The subjects should be volunteers -- either healthy
persons or patients for whomthe experinental design is not
related to the patient's illness.

c. The investigator or the investigating team should
di scontinue the research if in his or her or their judgment it
may, if continued, be harnful to the individual

d. In research on man, the interest of science and society

shoul d never take precedence over considerations related to the
wel | -bei ng of the subject.

D-3



( BLANK)

D-4



APPENDI X E
(DI AGRAM - SEE GUI DELI NE FOR REVI EW & APPROVAL OF | N- HOUSE
PROTOCOLS | NVOLVI NG HUMAN SUBJECTS)



APPENDI X F
(DI AGRAM - SEE GUI DELI NE FOR REVI EW & APPROVAL OF CONTRACT/ GRANT
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APPENDI X F

GUI DELI NE FOR REVI EW AND APPROVAL OF CONTRACT AND GRANT PROPOSALS

1. KEY TERMS

AMLO Acqui siti on Managenment Liaison Ofice
AMO Acqui siti on Managenent O fice

AURO Ani mal Use Review Ofice

CFR Code of Federal Regul ations

COR Contracting Officer's Representative
DHHS Department of Health and Human Services
DOD Department of Defense

HSRRB Human Subj ects Research Revi ew Board
HURRAO Human Use Revi ew and Regul atory Affairs O fice
| RB Institutional Review Board

PI Princi pal |nvestigator

RAD Research Area Director (4 Research Areas)
TSG The Surgeon Genera

USAMRAA U.S. Arny Medical Research Acquisition Activity
USAMRDC U.S. Arny Medical Research and Devel opnent Command

2. PREPARATI ON OF PROPCSALS. The USAMRDC Broad Agency Announce-
ment and specific Requests for Proposal provide prospective

of ferors information on the preparation of preproposals and
proposal s, nethods by which proposals are eval uated, standards
for contract administration, and regul atory guidelines for the
use of animals and humans in research. The flow of preproposa
submi ssions is: initial subm ssion fromthe contracting

organi zation to the AMO where it is given a | og nunber, and the
determ nation of RAD assignnent is made; AMO subnmits preproposals
to the RAD (which either accepts or declines subm ssions) for the
determination of mlitary rel evance, program applicability, and
the | aboratory/institute to which preproposals are to be

assi gned, and; preproposals are forwarded fromthe RAD to the AMO
whi ch prepares paperwork for subm ssion to the AMLO

a. The PI will be encouraged, by the AMLO, to prepare a
formal proposal in the event the preproposal neets the scientific
goals of the laboratory/institute. Upon subm ssion of the
proposal, it will be reviewed by the AMLO for scientific nerit.
Preproposal s and proposals may either be accepted or declined
during the AMLO revi ew process. Proposals that are accepted will
acconpany the Form 9 (Reconmendation for Support of Research and
Devel opnent Project) for subm ssion by the AMLO to the AMO

b. Up to this point, the AMO manages the processing of the
Form 9 to ensure that approvals and necessary signatures are
received from the responsible RAD which either accepts or
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declines a proposal, and preconmts funds after proposa
acceptance; the AURO and/or HURRAQO, and; the comptroller for
comm tnment of the fund site. The proposal and conpleted Form 9
are sent to USAMRAA for action, or remamins in the AMO when
proposals are to be funded as intragovernnental transfers.

c. The IRB of the contract/grant organi zation reviews the
proposal and consent formin accordance with Title 45 CFR 46
entitled "Protection of Human Subjects," and assigns a | evel of
risk to the study. |If available at the tine of subm ssion, the
Pl submits evidence of |ocal IRB approval with the proposal in
the format of an HHS Form 596 (Appendix G entitled "Protection
of Human Subjects Assurance/ Certification/Declaration," and the
m nutes of the neeting in which the review process and approva
occurred. The subm ssion of this information assures conpliance
wi t h USAMRDC policy.

d. In the event the reviewing |RB does not have a nultiple
proj ect assurance on file with the DHHS, as indicated in block 4
of HHS Form 596, a special assurance, as provided for in 45 CFR
46, is required to be negotiated by the USAMRAA in conjunction
with the HURRAO. The determination as to whether a specia
assurance is required is based upon the level of risk assigned to
the study by the IRB, and whether the research falls in one or
nore of the exenpt research categories described in Appendix | of
this regul ation.

e. Information required of grant or contract organizations
whi ch propose the use of non-U. S. citizens in a foreign country
i ncludes: submi ssion of a full proposal, an infornmed consent
form certification of mnistry/mnister of health approval, and
docunent ati on of review and approval of the proposal by an
ethical review commttee within the host country. Proposals
which present minimal risk to volunteers, as determ ned by the
| ocal IRB, must be forwarded to HURRAO, but in nost cases wll
not require HSRRB review. Proposals which present greater than
mnimal risk, as determned by the local IRB, will be presented
to the HSRRB for review.

f. Proposals which involve the use of humans in research are
submitted to the HURRAO fromthe AMO for review. The HURRAO
reviews the proposal and consent formto ensure conformance with
DOD directives, Arny regul ations, and DHHS regul ati ons, and to
ensure that validation of the human use review process by the
contract or grant organization has occurred.

g. The HURRAO review process includes the witing of an
adm nistrative review. The review outlines the objective(s) of
the proposal, sunmarizes the research design, and critiques the
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proposal within the comment section. The conment section may
address the need for additional information required of the PI
and deficiencies found in the proposal and consent form

h. Should there exist outstandi ng human use issues in the
proposal and/or consent form e.g., |lack of evidence of IRB
approval, or the negotiation of a special assurance is required,
the HURRAO wi | | address these issues in letters to the Pl and
t el ephone conmmuni cati ons. The HURRAO wi I | furnish copies of al
correspondence forwarded to the Pl to USAMRAA, (or AMO for
i ntragovernmental transfers) COR, RAD, and AM.O

i. The HURRAO shall cite its coments, taken directly from
the comrent section of the administrative review, on a
continuation sheet attached to the Form9. It also lists the
appl i cabl e human use provision(s) to be entered in the contract,
e.g., the "Prohibition of Use of Human Subjects" provision wll
be entered in contracts when outstandi ng human use issues exist.
The use of the prohibition provision permts the tinmely award of
the contract even though all issues relative to the use of humans
have not been resol ved.

j. After the Pl has resolved issues to the satisfaction of
the HURRAO, the PI will be notified by the HURRAO, in witing, of
the approval for the PI to enroll volunteers in the study.
Included in the approval notification will be a statenment which
reads:

"The approval of the use of humans as research
subj ects should not be construed as approval for
funding or award of the contract. Only the
Contracting O ficer can award a contract and
commit the federal governnent to the expenditure
of funds."

Parallel to the Pl being sent the approval notification, a DF is
sent to USAMRAA requesting the contract be nodified to delete the
prohi bition provision and to enter the appropriate human use
provi si on.

k. Proposals which have been determ ned by the local IRB to
be mnimal risk studies or fall in one or nore of the exenpt
research categories, as described in Appendix | of this
regul ati on, nmust be forwarded to HURRAO, but in nost cases will
not require HSRRB review. Proposals which present greater than
mnimal risk to volunteers, as deternmined by the local IRB
require review by the HSRRB. The HURRAO will performits review
as described in paragraph 4 prior to proposal submission to the
HSRRB. A proposal packet consisting of the proposal, the
adm nistrative review, and other pertinent information will be
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provi ded to Board nenbers at | east one week prior to the
schedul ed neeting date. Board nenbers will review proposals to
determ ne that ethical, noral and | egal standards are appropriate
for the practices and procedure in which the research proposes to
use volunteers. The overall responsibility of the Board is to
assure that the rights and wel fare of subjects are protected.

Ref erence OTSG Regul ation 15-2, entitled Boards, Comm ssions and
Conmittees: HUMAN SUBJECTS RESEARCH REVI EW BOARD

. As the adnministrative office for the HSRRB, the HURRAO is
responsi bl e for preparing the m nutes of Board neetings in which
proposal s and protocols are reviewed. The minutes, at a m ni num
show nenbers present, provide a record of discussion, document
recommendati ons of the Board concerning proposals and protocols
presented, and the record of vote and approval on proposals and
protocols. After which, the mnutes are presented to the
Chai rman of the HSRRB for review and recomendati on of approva
and are later subnmtted fromthe HURRAO to TSG for review and
approval. TSGis the final approving authority for those
proposal s and protocols presented before the HSRRB. The HURRAO
revi ew process, as specified in paragraph 4, is applicable to TSG
approved proposals.
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APPENDI X H

RESEARCH ACTI VI TI ES WHI CH MAY BE REVI EWED
THROUGH EXPEDI TED REVI EW PROCEDURES

Research activities involving no nore than mnimal risk and in
which the only invol venment of human subjects will be in one or
nore of the follow ng categories (carried out through standard
nmet hods) may be reviewed by the Human Use Conmittee/

Institutional Review Board through the expedited review procedure
authorized in 45 CFR 46. 110.

1. Collection of hair and nail clippings in a non-disfiguring
manner; of deci duous teeth; and permanent teeth if patient care
i ndi cates a need for extraction.

2. Collection of excreta and external secretions including
sweat, uncannul ated saliva, placenta renoved at delivery, and
amiotic fluid at the tine of rupture of the nenbrane before or
during | abor.

3. Recording of data from subjects who are 18 years of age or

ol der using noni nvasi ve procedures routinely enployed in clinica
practice. This includes the use of physical sensors that are
applied either to the surface of the body or at a distance and do
not involve input of matter or significant anmobunts of energy into
t he subject or an invasion of the subject's privacy. It also

i ncl udes such procedures as wei ghing, testing sensory acuity,

el ectrocardi ography, el ectroencephal ography, thernography,
detection of naturally occurring radioactivity, diagnostic
echography, and el ectroretinography. It does not include
exposure to el ectromagnetic radiati on outside the visible range
(for exanple, x-rays or mcrowaves).

4. Collection of blood sanples by veni puncture, in amunts not
exceeding 450 mlliliters in an eight-week period and no nore
often that two tinmes per week, from subjects 18 years or ol der
and who are in good health and not pregnant.

5. Collection of both supra- and subgingival dental plaque and
cal culus, provided the procedure is not nore invasive than

routi ne prophylactic scaling of the teeth and the process is
acconplished in accordance with accepted prophyl actic techniques.

6. Voice recordings made for research purposes such as
i nvestigati ons of speech defects.

7. Moderate exercise by healthy vol unteers.
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8. The study of existing data, documents, records, pathol ogica
speci mens, or diagnostic speci mens.

9. Research on individual or group behavior or characteristics
of individuals, such as studies of perception, cognition, gane
theory, or test devel opnent, where the investigator does not
mani pul ate subj ects' behavior and the research will not involve
stress to subjects.

W thin USAMRDC, studies concerning the follow ng areas, even
if determined to be minimal risk, nust be submitted to The
Surgeon Ceneral (TSG for approval:

1. Schedule |I controlled substances.
2. Radi oi sot opes.
3. Drug and al cohol abuse.

4. Al protocols involving chemnical, biological, or nuclear
threat agents, and human subjects, regardl ess of whether the
subject is the direct or indirect object of the research, will be
submtted to TSG for review. TSGwll forward the protocol wth
his recommendati ons through appropriate channels to the Under
Secretary of Defense for Acquisition



APPENDI X |
EXEMPT RESEARCH CATEGORI ES

(Extracted in part fromTitle 45, Code of Federal Regul ations,
Part 46.101 - Protection of Human Subj ects)

Research activities in a health-related field in which the only
i nvol venent of human subjects will be in one or nore of the
foll owi ng categories are exenpt from 45 CFR 46 unl ess the
research is covered by other subparts of Part 46:

1. Research conducted in established or comopnly accepted
educational settings, involving normal educational practices,
such as (a) research on regul ar and special education

i nstructional strategies, or (b) research on the effectiveness
of, or the conparison anong, instructional techniques, curricula,
or classroom nanagenent nethods.

2. Research involving the use of educational tests (cognitive,
di agnostic, aptitude, achievenent), if information taken from
these sources is recorded in such a manner that subjects cannot
be identified, directly or through identifiers linked to the
subj ect s.

3. Research involving survey or interview procedures, except
where all of the follow ng conditions exist: (a) Responses are
recorded in such a manner that the human subjects can be
identified, directly or through identifiers linked to the

subj ects; (b) the subject's responses, if they became known
outside the research, could reasonably place the subject at risk
of crimmnal or civil liability or be damaging to the subject's
financial standing or enployability, and (c) the research deals
with sensitive aspects of the subject's own behavior, such as
illegal conduct, drug use, sexual behavior, or use of al cohol

Al'l research involving survey or interview procedures is exenpt,
wi t hout exception, when the respondents are el ected or appointed
public officials or candidates for public office.

4. Research involving the observation (including observation by
partici pants) of public behavior, except where all of the
following conditions exist: (a) Observations are recorded in
such a manner that the human subjects can be identified, directly
or through identifiers linked to the subjects, (b) the

observations recorded about the individual, if they became known
outside the research, could reasonably place the subject at risk
of crimmnal or civil liability or be damaging to the subject's
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financial standing or enployability, and (c) the research deals
with sensitive aspects of the subject's own behavi or such as
illegal conduct, drug use, sexual behavior, or use of alcohol

5. Research involving the collection or study of existing data,
docunents, records, pathological specinens, or diagnostic

speci mens, if these sources are publicly available or if the
information is recorded by the investigator in such a nmanner that
subj ects cannot be identified, directly or through identifiers
linked to the subjects.

6. Flight training, junp training, marksmanship training, ranger
training, fire drills, gas drills, handling of expl osives.

7. Normal training or other mlitary duties as part of an
experinment wherein disclosure of experinental conditions to
partici pati ng personnel would reveal the artificial nature of
such conditions and defeat the purpose of the investigation



APPENDI X J

GUI DELI NE FOR SUBM SSI ON OF | NVESTI GATI ONAL NEW DRUG (| ND)
ANNUAL REPORTS (21 CFR 312. 33)

A sponsor shall within 60 days of the anniversary date that the
IND went into effect, subnmit a brief report of the progress of
the investigation that includes:

(a) Individual study information. A brief summary of the
status of each study in progress and each study conpleted during
the previous year. The summary is required to include the
following information for each study:

(1) The title of the study (with any appropriate study
i dentifiers such as protocol nunber), its purpose, a brief
statement identifying the patient population, and a statenment as
to whether the study is conpl eted.

(2) The total number of subjects initially planned for
inclusion in the study, the nunber entered into the study to
date, the nunmber whose participation in the study was conpl eted
as planned, and the nunber who dropped out of the study for any
reason.

(b) Sunmary information. |Information obtained during the
previ ous year's clinical and nonclinical investigations,
i ncl udi ng:

(1) A narrative or tabular sunmary showi ng the nost
frequent and nost serious adverse experiences by body system

(2) A sunmary of all IND safety reports submitted during
t he past year.

(3) A list of subjects who died during participation in
the investigation, with the cause of death for each subject.

(4) A list of subjects who dropped out during the course
of the investigation in association with any adverse experience,
whet her or not thought to be drug rel ated.

(5) A brief description of what, if anything, was
obtained that is pertinent to an understanding of the drug's
actions, including, for exanple, information about dose response,
information fromcontrolled trials, and information about
bi oavail ability.
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(6) A list of the preclinical studies (including aninal
studi es) conpleted or in progress during the past year and a
sunmmary of the major preclinical findings.

(7) A sunmmary of any significant manufacturing or
m crobi ol ogi cal changes made during the past year

(c) A description of the general investigational plan for
the comi ng year to replace that submtted 1 year earlier. The
general investigational plan shall contain the information
requi red under Section 312.23(a)(3)(iv).

(d) If the investigator brochure has been revised, a
description of the revision and a copy of the new brochure

(e) A description of any significant Phase 1 protoco
nodi fi cati ons made during the previous year and not previously
reported to the IND in a protocol amendment.

(f) A brief sunmary of significant foreign marketing
devel opnents with the drug during the past year, such as approva
of marketing in any country or withdrawal or suspension from
mar keting in any country.

(g) |If desired by the sponsor, a |og of any outstanding
busi ness with respect to the IND for which the sponsor requests
or expects a reply, comrent, or neeting.



APPENDI X K

CONTRACTOR USE OF HUMAN SUBJECTS, | NVESTI GATI ONAL
DRUGS AND | NVESTI GATI ONAL MEDI CAL DEVI CES

1. Definitions:

a. Subject at risk neans any individual who may be exposed
to the possibility of injury, including physical, psychol ogical
or social, as a consequence of participation as a subject in any
research, devel opnent, or related activity which departs fromthe
application of those established and accepted met hods necessary
to meet his needs, or which increases the ordinary risks of daily
life, including the recognized risks inherent in a chosen
occupation or field of service.

b. Investigational drugs. A drug may be considered
i nvestigati onal when the conposition is such that --

(1) Its proposed use is not recognized for the use under
the conditions prescribed; or its proposed use is not recomrended
or suggested in its approved |labeling. Experts qualified by
scientific training and experience evaluate the safety and
ef fectiveness of drugs to nake this determ nation

(2) Its use has beconme recogni zed as investigational, as
a result of studies to deternine its safety and effectiveness for
use under such conditions (21 CFR 312).

c. Investigational nedical devices.

(1) A device that is not generally used in the
di agnosis, cure, mtigation, treatnent or prevention of disease
i n humans, and recogni zed as safe and effective.

(2) Research is usually, but not necessarily, initiated
to determine if the device is safe or effective (21 CFR 812).

2. Requirenents for the Use of Humans:

a. The U S. Arny Medical Research and Devel opnent Conmand
(USAMRDC) policies and procedures governing the use of human
subj ects parallel those of the Departnent of Health and Human
Services (DHHS) as contained in the Code of Federal Regul ati ons,
Title 45, Part 46 (45 CFR 46). Assurance of conpliance with
USAMRDC policy may be docunented by submi ssion of a conpleted
Form HHS 596 (Protection of Human Subjects Assurance/
Certification/Declaration). |f such docunentation is not
avail abl e, a statenent from an approved institutional officia
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indicating full conpliance with 45 CFR 46 may be used, after
review by the USAMRDC, to negotiate a special assurance regarding
the use of human subjects in the research project.

b. Inforned consent statenments for the proposed research
shal | include those details described in 45 CFR 46 and, in
addition, the special Departnent of Defense (DOD) provisions
listed in paragraph 3 below. A sanple consent form and the
advertisenent used to recruit subjects, if applicable, should be
provided with the proposal. The elenents of informed consent are
found in paragraph 7 of this regulation (USAMRDC Reg 70-25).

Par agraph 4 of this appendi x contains guidance for constructing
the adverti sement notice.

3. Special Human Use Provisions in DOD Funded Research

a. Title 10, U S.C, Section 980, Requirenment for Obtaining
I nformed Consent states that funds appropriated to the DOD may
not be used for research involving a human being as an
experinmental subject unless:

(1) the informed consent of the subject is obtained in
advance; or

(2) in the case of research intended to be beneficial to
the subject, the informed consent of the subject or a | ega
representative of the subject is obtained in advance.

b. It is DOD policy that the contractor shall make provision
for all necessary nedical care of research subjects for injury or
di sease which is the proximate result of participation in the
research.

c. DOD Directive 6465.2, dated 19 April 1984, stipul ates
that organs, tissues, or tissue fluids obtained froman autopsy
shall not be used for research or investigational purposes

Wi t hout the expressed witten consent of the next of kin. It
shoul d be noted that a general autopsy consent may not, in
itself, be sufficient. |If autopsy tissue is to be used, the

prot ocol should include a copy of the consent formused to obtain
the tissue.

d. It is the policy of the USAMRDC t hat organs, tissues, or
tissue fluids obtained froma surgical procedure shall not be
used for research or investigational purposes w thout the
expressed witten consent of the patient or the patient's |ega
representative. It should be noted that a consent to perform
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surgery may not, in itself, be sufficient. |If excised tissue is
to be used, the protocol should include a copy of the consent
formused to obtain the tissue

e. It is the policy of the USAMRDC t hat any anatom cal
substance (organs, tissues, or tissue fluids) |inked by
identifiers to a particular person and used for research under a
USAMRDC sponsored contract shall be donated for the purpose of
research or investigation. The donor shall be the person from
whom t he substance is renoved or, in the event of death or |ega
di sability of the person from whomthe substance is renoved, the
next of kin or |egal representative of such person. Donation
shall be made by witten consent and the donor shall relinquish
all ownership and/or rights to the substance. Al human
anat om cal substances used in research under contract shall be

lawfully acquired. It should be noted that a general autopsy
consent formor a consent to performsurgery, in and of
t hensel ves, may not be adequate. |f excised or autopsy tissue is

to be used, the protocol should include a copy of the consent
formused to obtain the tissue

f. Prisoners of war shall not be used as research subjects.

g. The USAMRDC may inspect contractor records concerning the
use of humans as research subjects.

h. The Human Use Revi ew and Regul atory Affairs O fice,
USAMRDC is the office to which principal investigators are to
report any research related illnesses or injuries which have
occurred as a result of a subject's participation in an
i nvestigational drug/device study sponsored by the Ofice of The
Sur geon Cener al

4. In accordance with 21 CFR 56.111(a)(3), I RBs are responsible
for review ng the nethods used by investigators to recruit

subj ects. One nmethod of recruiting subjects is through
advertisements which should be seen as an extension of the

i nfornmed consent (21 CFR 50.20, 21 CFR 50.25). |RB review of
advertisenents is necessary to ensure that the information is not
m sl eadi ng to subjects. The FDA has established guidelines on
advertisenent for research subjects. Generally, the FDA believes
that any advertisenent to recruit subjects should be linmted to:

a. The nanme and address of the principal investigator

b. The purpose of the research and, in sunmary form the
eligibility criteria that will be used to adnmit subjects into the
st udy.
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c. A straightforward and truthful description of the
benefits (e.g., paynents or free treatnent) to the subject from
participation in the study.

d. The location of the research and the person to contact
for further information.

The advertisenent to be used by the investigator to recruit
research subjects nust be included with the protocol/proposa
submi ssi on.



APPENDI X L
VOLUNTEER REG STRY DATA BASE

1. The intent of the data base is two fold: first, to readily
answer questions concerning an individual's participation in
research conducted or sponsored by the Command; and second, to
ensure that the Command can exercise its "duty to warn." The
"duty to warn" is an obligation incurred by Cormanders to ensure
that research volunteers are adequately informed concerning the
risks involved with their participation in research, and to
provide themw th any newy acquired information that may affect
their well-being when that information becones available. The
duty to warn exists even after the individual volunteer has
conpleted his or her participation in research. To acconplish
this, a system nust be established which will permt the

i dentification of volunteers who have participated in research
conducted or sponsored by USAMRDC and action nust be taken to
notify volunteers of newly acquired information

2. The data base nust contain itens of personal information, for
exanpl e, nanme, Social Security nunber, etc., which subjects it to
the provision of The Privacy Act of 1974. Wthin USAMRDC t his
dat a base consists of the data bases nmintained at the individua
| aboratory or other research site and the archival data base

mai nt ai ned at USAMRDC Headquarters.

3. For each human subject enrolled in a research protoco
conducted at a USAMRDC | aboratory a Vol unteer Registry Data Sheet
(USAMRDC Form 60-R) is to be conpleted. The information is then
to be entered into the |aboratory data base. The information
fromthe | aboratory data base is exported to the Headquarters
archi val data base upon conpletion of a research protocol or
annual Iy, whichever occurs first. The information is stored in

t he Headquarters data base for a m ni num of 75 years.
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3 May 1989 USAMRDC Reg 70-25

The proponent agency of this regulation is the
Human Use Revi ew and Regul atory Affairs O fice.
Users are invited to send coments and suggested
i mprovenents on DA Form 2028 (Recomended
Changes to Publications and Bl ank Forns) direct
to Commander, U.S. Arny Medical Research and
Devel opment Command, ATTN: SGRD-HR, Fort
Detrick, Frederick, Maryland 21701-5012.

FOR THE COMMANDER:

OFFI CI AL: LEON L. HOLLAND
Col onel, MS
Chi ef of Staff

Rl CHARD B. PARRY, JR.
Maj or, MS
Secretary of the General Staff
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